
Mississippi Pork Producers Association, Inc. 
Box 9815 

Mississippi State, Mississippi 39762 
Phone: (662) 3253516 

November 25, 2002 

Dockets Management Branch (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Re: Docket No. 98D- 1146 

“Draft Guidance for Industry: Evaluating the Safety of Antimicrobial 
New Animal Drugs with Regard to Their Microbiological Effects on 
Bacteria of Human Health Concern” (Guidance # 152). 

Dear Sir or Madam: 

The Mississippi Pork Producers Association appreciates the opportunity to 
provide the following comments on Guidance #152. The Mississippi Pork 
Producers Association is a membership organization of individuals and 
companies that produce swine within the state of Mississippi. 

Food safety and animal health are priorities of the state’s pork producers and 
the Mississippi Pork Producers Association shares the concern for the impacts 
that antimicrobial use on the farm has on these issues. The National Pork 
Board has adopted and the Mississippi Pork Producers Association supports 
the following position statement on the use of antimicrobials in pork 
production: 

“It is essential to public health and food safety, animal health and well- 
being, and the environment to maintain the effectiveness and availability of 
antimicrobials. All decisions affecting the availability of antimicrobials for 
animal use need to be transparent and based on sound science. The 
National Pork Board supports the use of antimicrobials only when they 
provide demonstrable benefits and urges producers to: 
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l take appropriate steps to decrease the need for their application; 

l adhere to judicious use guidelines; 

l assess the benefits an “.,, Ld costs of all uses of antimicrobials; and _. _ “*. ,*, .” ” %, L* i . .._I.” S..$ j* .an,: dj^l ab WL d&9< ri, .l.T-r <et>,, 

l complete the Pork Quality Assurance Program &d fully implement into their daily 
operations the management practices described for responsi?ble use of animal health 
products.” 

In 1998, in their “American Veterinary Medical Association Judicious Us,e .of 
Therapeutic Antimicrobials’: dqcum.ent, the ALMA adopted the definition of 
therapeutic uses of antimicrobials, as including the “treatment, control, and 
prevention of bacterial “disease.‘: _, Subsequently the American Association of 
Swine Veterinarians. provided its members clarificaticn of the A~MA..Ju.dicio,~,s,, .,” _, 
Use Principles in its “American Asso,ciation ,of S&e “Veterinarians H.aaic l.. _.r <~. .$I,. : 
Guidelines of Judicious Therapeutic Use of Antimicr,obials!n Pork ,Pro,ducti&,” ,_,_(, / ‘_~ 
These guidelines include consideration . *.,“** ,~ _ ,.~ ,;..* 1) of-the herd health history for the 
therapeutic use of antimicrobials in the cont~~~~~~~~-:,,;;~~~~~n of disease and 
the AASV instructs its members that &en’jthese factors are . _/ i 8 IT :<I i(lj appropriately ^._ I, a ,‘ ” _,,. ,_. “x,-q(. ,y 
considered, preventative therapy is a judicious use of antimicrobials. 

Then, FDA-CVM published in August of 200 lthebooklet, “Judicious Use of 
Antimicrobials for Pork Producers.” In. it FDA-CVM defines therapeutic use as ,I .a,.-,. .:.0x (Ia ,,.<*ll,l ~, ‘ ,q.,* ,__; .+.+* “. -w* 
“treatment, control and prevention of bacterial disease”, .and instructs pork 
producers that judicious use includes to “Ijmit~~~,~r,~peutic antimicrobial 
treatment to ill or at-risk animals, treating the fewest animals indicated.” As _‘ I. .,. .;_ ,_/. > .r. _*, ̂. 
explanation, FDA-CVM continues, “Decisions to administer individual.pr herd .. 
therapy should be based onexperience, farm history and the prevalence or risk 

:. _ 
x ..’ . ,j .; -l~^~>.#“^~-,.l-/ c.**r.*/ ~“^L,l..X”.‘“wi ,/_.#l ~‘““(“‘.A+& * ,.., “,. ,_ “c._ . . . ., _” ,,~x _:_. _, .,” , _ “,_ __ , (_ 

Our state’s pork producers agree with our veterinari,ans and the Agency and as . r I. 
the National Pork Board position statemerit retids, they strive to adhere to 
judicious use guidelines on their farms. .I% essential&at, we, have. .a variety of 
cost-effective antimicrobi”&-available in a timely manner for these therapeutic _ . . . . ._(*.; .t.*.~C1_,~-ll,_. j”^l ., / _,,* ,,*.mm.b* 
purposes. 

The Mississippi Pork Producers Association, ~o,ukllike to thank the Agency.for ..e . . . . .I ~^ +*i..l *a,.. nir.ai;ll-.,, “” .r.“li”.,,i . 
its work in trying to provide an orderly way to evaluate public health risk from 
agricultural uses of antimicrobials. e /“n. _.. However, we have serious concernsabout * “. .a.. 1411.\,-nl.., 1 x *_*, 7_( *_bi_“/,*, 
the implementation of Guidance .,#,i 52: The bar of acceptance’ for an -s.,< - I”“.. ./q *.+Asll; 4%i< _._i.. 
antimicrobial to be used ~i,nherds of fopd producing animals is being set so high 
that it will be unattainable., an’s %e ‘&rlno longer have timely, cost-effective I.M,. ,-; .iinr* * ,,_. “,a”%. ‘>.c+Mi. ~ 1; 
availability of antimicrobials, foranimals~. L1 / y -,/i, This is important to us because it “, I__ 
could cause unintended consequences that compromise the health and welfare 
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of our animals, the safety of our food supply, and the quality of our 
environment. 

Following are comments, o.rganized according to the applicable section,,of the “, _ ,, 
Guidance document:; / ^ I 

III. Risky Analysis Methodology; C. Data sources/data quality: 

There is,a lack of a de.cisionmaking proce:ss that is. based o,n,+a”,-peer- IT%Y”““A a..>. *.“a4 ..+%WM ~~~~~~~~~~~~~,~~~~~ _ /j, -: ‘(“_ ) L, _ ( _ __ ̂ ‘_ ,---; :” ,j -.‘, ,.a 
reviewed body of scientrficSe,vldence and transparency. The Guidance , .._ _i. i (8, re*, ,“*,;.:~.,~.~,..~ic.s.i 
asks for sponsoring companies to use either published literature or, 
prospective studies to supply data supporting their submitted, risk 
analysis of their product. ?+weyer, 33% of the Guidance Mies ,qn j&e , 
ranking of antimicrobials according to their importance in human ,” , ./ ̂ /_) /,, ,L,&>e 
medicine, which does not include any data to support the ranking. In the 
first instance, CVM is saying thatarisk,analysis should be based O-II, ,dat,a ^ 
and in the second instance it does not provide the data that it, itself, has .” .,. used to set the im,~~~~~~~.;~~~~~~~~~~~~l,.antim~icrobials to human 

“‘ i /_ i..,” l.~l^_, !*x,x,.irib: I:,. \ .a .,, *,7:: $ .-‘,-“~~,:.,~~,i;~; ,. : .,,‘ I_, ( i 
health. Is this data available for review? I - ‘,. ,.,._ +w\*. i,‘,,/.,ll ,.j ,__#,, ,,_, ‘I .* “, -, . ; ::. .” *s ^ , 

, 

V. Qualitative Antimicrobial Resistance Risk Assessment; A. Release * .: .” b I I.-ii, ,,,ll.-j “,1.“,,*13*1L;*-.0,~ ,__ v”s~-,~,,,.~ii’l~,: ,.-,+. i I,r<-- ( 4 i6” /I. . I, *i -~~,~~~,~~~‘x~~~.~~?,~~~,,~.~~:~~. ,, / r I 
Assew?s$:. _ i,, j 

In pork production, it is unrealistiC. toe.Fpect that therapy for a 
disease - treatment, prevention or control - can always be _ a* %, r,X.2_ ..b % w.. .a :y*.+, l.*“(l & ,( 
accomplished by individual dosing. The Guidance penalizes an 
antimicrobial for use ,in a,herd without giving specific information about, 

” an “acceptable” size of the poljulation; Applying this criterion of the extent 
of use of the proposed product (individual vs.. small groups vs. \ 
flocks/herds) necessitates defining each of these terms and then justifying 
how, based on scientific evidence, the size of the group is a determining 
factor in the emergence of antimicrobial resistance,,, .l$$big is a small 
group? Over .$ animals? ‘lo? lOO? 10007 i SThi,s,critevrion appeal-s in both 
the Release Assessment ,and in the Risk,J&~agement Consideration, ..I . I. “^__ ^. 1 .* , ,. 
which gives it added weight in then de,cisioniim,al@g process. 

Defining a herd or population of pigs is dependent on the type of 
operation. Although there is a very iYide range of types of production and 
herd sizes, market pigs are typically housed in pens of 25 to 30 pigs in 
barns containing around 1,000 animals. The number of barns on a site is “: ‘“.r’,l,,-( 1 2 c!rP::L=,~~, : s;.*s 3,” ,~#p&*.. 3”’ __ ,.,: ;_ 1 
dependent on the production. system. Four~,‘i;.~rns;se;-“s;te is not unusual. 

._, , ^ 

The number of barns or the number of animals in the barn may be ., “SC >(, :, d “- *$. _>~ *.:““*\i ,e,,; UP. 7 I> i>*,&,*i,$ “,$. %‘,~*.v, ;>. 
smaller for producers with smaller~ herds: Therefore, one barn may _ ,*> ‘. I,’ I/P -a .t: r”a,.yr.{~i ,,.. ‘,-r.,~~~~,“::.“,~~.:, ‘(_) - ” _I, 
represent up to 100% of the operation’s pigs. 

__ (_ _, “~ ‘_ ,,4 

Because pigs in a group typically have common.age, immune status, 
housing environment, etc., when a disease ‘is introduced into the ! -, “‘,.^ a,.,**, .> .*i 
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It is not always feasible to isolate and’ individx.&lly treat all ‘ill pigs.‘ 
They must be treated in the pen in which they reside be&use the cohorts 
in each pen have formed a social hierarchy:“ Removing a pig, even for a 
limited period of time, may upset that hierarchy sufficiently that 
reintroducing the pig could result in fighting and aggression, even to the 
point of the group killing the reintroduced pig. 

Depending on the disease and the conditio$ of the pigs, individual 
treatment in pens may be attempted. But, when the incidence of the 
disease in the barn exceeds usually around ’ 10% of the animals, the wa 
and/or feed is necessary to deliver the required medication. With 
groups of animals, it is not realistic to inject all the ar ,’ 
multiple days that medication may need to-be delivere&. IvIulti~le 
individual injections may compromise animal ‘welfare, meat quality and 
human safety. It is more appropriate to use water or feed, medication 
delivery methods in order to prevent further’ illness and animal ‘suffering. and to use antimicrobials effii=iknilj;‘and j;;ldyc;e~;iy*.’ .‘” +” I,’ , * , .I * 

ter 

i , 

population or is endemic all tlie’ ~~~im~~s ~s;e “e~~~;~ ~f~~dte~ 6r ‘at risk from 

the disease. Responding to the disease with therapeutic medication for 
disease treatment, prevention, or control is’usually necessary for the whole ‘herd (w.here all th&“gh;G&fs k-6 ;<.on; ;~+‘~p; or barn) or a 

percentage of the herd (where the barn is one’ entity containing a defined . ,. 1Ix., ~“\ 1 .‘~ /)_ I, ,.” i I I > 9: ,~ 
number of the pigs on the ‘sitk). In either case, it is possible to define 
the pigs in the barn as a discrete population of pigs to which the 
delivery of medication by the. feed ‘or by the water is possible and 
controllable. The nee’ds’ of the animals x&&d ‘be”~met if’ the ,defmition ~‘, .c*,.:. 
of the term “select groups” (Table. 4) in&&d~&iscrete po$ulations” 
such as those housed ina barn. 

,. 

This criterion attempts to set some limiting size parameters around the group 
of animals to be treated. In practice on the farm, the ability to rapidly provide 
medication to all the animals that are either’ ill or at risk’ is ‘the primary 
consideration. The focus should be on the’ group of animals to which 
medication delivery can be controlled and not simply the number of 
animals in the group. In. some operations, ‘the ‘appropriate group might be the 
pigs in a pen. In others, the pigs in-the entiE”barn~are the group that is 
appropriate to medicate and to which medication delivery is controllable. 

In some disease outbreak situations; it is nedessary to deliver medication 
for a period of time longer than just that ‘necessary to treat the initial 
outbreak. Disease treatment in’ ~o&lations ‘n&n& eliminate the pathogenic -, ,+.. _ j ~ j. ,.I I , ” “” 
agent. For example, in outbreaks of diseases like Swine Dysentery or enteric 
Salmonellosis, it may be necessary to continue medication delivery to the 
population at a defined dose for a prescribed period ^of”time in order to continue 
to control the disease outbreak. Otherwise the disease will continue to 

. reoccur, resulting ultimately in more medication being used, increased pain, 
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_: 

suffering and mortality within the’ group, and’possibly an increased risk of” 
bacterial resistance through the periodic exposure to the antimicrob@ 

;tance Risk Assessr@it; B. -_ ‘Y%.‘&. ; ,7- ,: <. \ - V. Qualitative Antimicrobial Resin ,* ,-l-j ~*-.^i~..~~i~~,,~~~,~~~,~,~~,~~~,~~,.~ r(rha*,*k*,r. 
Exposure Wemw$,: _, , 

-* :“l --“l”_ii~ “a* “da’,‘, .“I( “, <“_.. “~ ,, ._ ; ,,““‘ ;i”.r--y :‘x. ) , i ,; ,( I $ ,,) ,- _ ” “.- <I.. . ,, j 
: < 

The Guidance ovei%stimates the risk tq people f&m .q@ng pork be&s6 ’ ’ ~“._A.A.., -i,.ii/:~.~i)i”“~CCh.qi.~.;?i-..~i”l~,.~. ‘_ _l_ ,,.,, I. /,l,_( it aoe&&&&iate zoonot~~ &;;r;;;;a;‘;;d t&j dpesn9t account for 
)“, : ,..*i .&l *“i: i ,“*,.“a* irx*?cw.%s~>?~~ ~~~~~~~~~~~~~~~~~~~~~~~ ~~~~,~~~~~~~~~~~;~~~ :. ,: ; \i _ ,_ : 

a $9 us,$$$-,6~~ commodity differences ig~~~~,~prevalence q~f’_!?Pecles- 
date FSIS~~&!$ZP,baseline, data to estimati3 bacterial prevalence in f’qd8 ‘T. \* ;+ ‘W :~~~~.~~“~~~~~~~,~~~~~~~~~6~.~,~~~~ **9-*-s.; ~~,~e~~~~~~“~~~~~~:~~ ! $.#&~~,,~, <~&? I j ,,I ., , ,?,; ,.; i,.#“,: ,:,. ,_(, )_ ,~ ,__/ ,~, I*_ i _, / ?I? ‘\-,’ > ‘) j, \* .:\ .(. : <“‘ 
Campylobacter jejuni causes over 90% of the ihuman cases,,of 
campylobacteriosis, but C. jejuni is rarely found in pigs in the United States. 
Campylobacter coli is the predominant scr@vpe found in pigs and yet is 
isolated in only 34% of human c@,ges pl,.,~,ampylobacteriosis. In recent C,DC 
FoodNet case-control studies, consuming pork was not identified as a 
significant risk factor for infecti.on. ..,~,,~ ; ._ !‘i-,~~,l~~ ,, In addition 50% of the C. cpEi isolated from 
studied human, cases of di~rfiealis.hesistant to fiuorocjumolone, indicating that _ I ‘-..S*a.~*“i..“, /li*“%. & *, .‘?h.# :* ,..,“.;* j,;i _ 

’ it was derived from anon-pork $oiiice, (Personal Commun;ca@n, Dr. Fred 
Angulo, Centei-s’for~~~iseas’e’Pre~~ntion and Control, Atlanta, GA, November, 14, 
2002) Assigning an exposureassessment based+ only,on,,.t,he Prevalence 9f the 
Campylobacter genus unfairly penalizes, the,, availability of antimicrobials, to . m 2. .,* ,x Li./,~l. 

‘, 

pork producers. 

The data collected in 1995 to 1996 that@ used,,in, the, C&&lance to esimate bacterial prevalence in ‘y!~“~< o~~-&.~~~ 

contamination on pork carcasses ‘h&s decre+sed by approximatel: 
this baseline study and it is reasonable to assume that the 
that have caus,ed the decline *Y .A. ‘“CY .(&( q .*,, * in,,:,$$@zoneJZf 
CampyEobacter contammatlon. 

- ._ ,.. ) ,,_” c, wi&w~..~ 
4N cu a,.,* ,t l,L, <I’ I”a>‘.,., -‘><* <“& 

nneri~tion _ it would seem inappropr 

human campylobacteriosi,s .A * 

 ̂ iate to -cbnside;-‘-yygs a high risk for 

“y -.c--v----, -- - 

The Guidance doesn’t acknowledge that the. ,,. ,e..*. ,,\..,- ,,^.,. l.“‘._I,. _,_ .::*, .r ..~~~t,~&-z~~;~~t (_,., majority of consumed hark is 
further processed,,ip, z~ys tha6 can de*: +4se the likelihood of bacterial i*_ &* “2 v;.&$, ~~~~~~,~~~~~~~~.~‘.,,l~~~~.. +& ;+y Qi-,” ‘& _ . --:*-,:: - , I_. 

of con,aume,d pork products are further 
; ,:. :^ : j , ‘ 

contamigation. An estimated&5%+ . .1...“,__ _i_“,xI. .I IA .i,,‘<G >,::(>l.i.. i. , dj,_ ,.l ..* _,,, _ 
processed from raw mea 

ct in ways tyi %w~‘m&m& & preii81ence or. inhibit 

the growth of bacteria, The way the : Guidance is now written, even irradiation .I .i’l::am “l*“.&wl:,i;’ ““- 
to the level that the meat ypyi$ be rendered sterile would not rei G.ilt in a low .,*. r,zi.,,~,:&?.*,~~~, ,-*; b ,.: ::;:A%~“,d .+:;i , ,::a;> “.&>GL,.$ .<I. .“a ̂ . 
risk category for many antimicrobials. ,, $&et@ng the quahtatl iiie ‘risk i+ei’ E+ 

- suggested biases the results to the 1 - _ - * highest levels of risk “and would result in 
limitations on the avajlability of ant .imicrob)als to pork producers. .” ,>.I. ._, 
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V. Qualitative Antimicrobial F&i&an& Pisk’ Assessment;‘C. 
Consequence Assessment: 

Because the body of scientifid evidence used. to rank antimi&&ials 
according to their importance in human medi@ne isnot presented, that 
ranking can be viewed as arbitrary and ‘subjective. Use ‘of antimicrobials in 
food producing animals is being implicated in ‘resistance of bacteria that cause 
tuberculosis, Legionnaires Disease, and venereal infections. There is no data 
provided to support the contention that foodborne bacteria can contribute to 
resistance in these diseases. Since 33% of the final categorization of risk is 
dependent on this ranking, essentially all antimicrobials important to swine 
medicine are a priori assigned to’Category I ‘or 2 and thus their availability is 
severely limited. Without supporting data, this section of the Guidance 
document is akin to the European Precautionary Principles And“ more emotional . -. 
than scientific. 

There is no scientificallybased quantification of the actual risk of the in 4. .s< ,,“.e,.j .c. viva transfer of resistance deteririinaii~~” ainong -~~~~ens~~~~~~~ ~~~~~ti, 
.” I.__ ..~r pathogenic bacteria. Altf?ough‘ ;. ..tro .-r&~-f&r ;;f..some of’~h~sk..~i~~enish~s 

-, . ulx*,.- ,s> ,..* .._,..., * *.‘>>..cx,~:: “X _..; >l -’ 
been demonstrated. snecific labor&or+ conditions have been nece&&“&Y’ ^. -’ ’ 

,’ 

Describing resistance*determinant traJnsfer in th& animal AR’ L-&ZiGZ~ 
” ~~ ~--~~- - ~~ -------------- ---------- --- ---- --------- -- - --------, 

quantifiable risk to public health requires-many steps that must fall into a 
specific sequence and at a level sufficient to cause public health consequences. 
Applying to the regulation of animal health products the theory that ali the 
factors can successfully come to pass in the animal is using the Precautionary 
Principle to prevent the availability of antimicrobials to agriculture. 

VI. Antimicrobial Resistance Risk Management Consideration: 

It is imperative to animal health, food safety, animai welfare and the _ “&*. ,a.^,,* r,.‘.i,.. :..*c~.“., : ’ . rrri,&.3~.>, ,e:“i‘ ,_ . . 
environment that food animal”produ&rs maintam the cost-effective and ,, ..-L ,/ .; .;;_ ** &.., -r* irltriirri, >s.l;r’;,>.c. -.-.I “‘, “% P? p */ timely availability of antir;lic~~~i~i~~“~~“,~~~~~~~.~~~~~~~r animals’ .needs. .** 
proposed risk management steps wiii sev~rely.i~mit ‘.i~~s a~h~l~~~~~y. 

\ 
The examples of risk management steps include prescription or Veterinary 
Feed Directive for Categories 1 and 2, categories in which the great majority of 
antimicrobials will fall. In ‘some&-e& .of the’countiy, this will affect the timely 
availability of antimicrobials and the ability to- quickly respond‘to animal 
disease because there aren’t enough veterinarians with swine expertise to meet 
the needs of producers. In addition, this will put an extraordinary financial 
and record-keeping burden on producers without any evidence that there will 
be any effect on antimicrobial resistance or any benefit to public health. 

,^ . , ,.. 
The Guidance also provides for FDA-CVM *~;;‘Ijrbhibi~“~~e‘~x~ra-label ‘use ‘of. ‘^ 
antimicrobials (use as directed by a veterinarian in a dosage, route of 
administration, indication, or species other than what is’ written on’ the ‘label). 
While this could be an important tool to protect public health in specific 
instances, it is possible that the Guidance cduld bie used for broad; sweeping 

. 
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extra-label use prohibitions. If that happens, it could have serious 
., ,li”** _/ ..Y “,. consequences on animal health, welfare and production. We do not now have 

an adequate arsenal of antimicrobials to address the health needs of our 
animals with labeled products. It is-often through extra-label use directed by 
the veterinarian using his or her professional judgement and knowledge that 
we are able to maintain our animals’ health and the safety of the food supply. 
To prohibit critically needed extra-label use without significant supportive 
scientific evidence would not seem appropriate. 

In conclusion, the state’s pork producers would like to offer their assistance in 
providing technical advice about the realities of today’s modern pork 
production practices as the Agency considers revisions to the Guidance 
document. 

Sincerely, 

James Hogue, President 
Mississippi Pork Producers Association 


